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Dear Coordinator: 

21 

NoCBI 

October 15, 1992 

8ECAP-0025 

On behalf of the Regulatee and pursuant to Unit II B.1. b. anJ Unit II C of the 
6/28/9ICAP Agreement, E.l. DuPont de Nemours and Co. hereby submits (in triplic.~) the 
attached studies. Submission of this information is vo)unt&ry and is occasioned by un.i1ateraJ 
changes in EPA's standard as to what EPA new considers as reportable information. 
ReguJatee's submission of information is made solely in response to the new EPA §8(e) 
reportin~ standards and is not an admission: (l) of TSCA violation or liability; (2) thM 
Regulatee's activities with the study compounds reasonably support a conClusion of substantial 
hwth or environmental risk or (3) that the studies themselves reasonsbly support a l'ooclusion 
of substantial health or environmental risk. 

The "Reporting Guide" creates new TSCA 8(e) reporting crittria which were not 
previously announced by EPA in its 1978 Statemc:nt of Interpretation md Enforq;mc:pt Polis;y, 
43 Fed Reg 11110 (March 16, 1978). The "Reportina Guide ststes criteria which expands 
upon and conflicts with the 1978 Statement of Intetpretation. Absent ameodm.eot of the 
Statemc:pt of Inter mtatjon, the informal issuaDce of the "Reporting Guide" rtises tlignificant 
due processes issues and clouds the appropriate reportin~ 8Wldard by which regulated pe1'110DS 
can assure TSCA Section 8(e) CODlfiiance. 

H. Christman 
Counsel 
U,al D-7158 
1007 Jl~arltet Street 
WiJminatoo, DE 19898 
(302) 774-6443 

1111111111111 
lHIT UVZ?/92 
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ATIACIIMENT 1 

Submission of information is made under the 6/28/91 CAP Agreement, 
Unit II. This submission is made voluntarily and is occasioned by recent 
change.~ in EPA's TSCA §8(e) reporting standard; such ~hanges made, for 
the first time in 1991 and 1992 wit."aout prior notice and in violation of 
Regulatee's constitutional due process rights. Regulatee's submission of 
infomaation under thi.s changed standard is not a waiver of its due process 
rights; an admission of TSCA violation or liability, or an admission that 
Regulatee' s activities with the study compounds reasonably support a 
conclusion of substar!tial risk to htaltb or to the environment. negula~ ha~ 
historically relied in good faith u:xm the 197~ Statement of lnteo>retation and 
Enforcement Policy criteria for determining whether study infonnation is 
reportable under TSCA §8(e), 43 Fed Re& 11110 (March 16, 1978). EPA 
ha.s not, to date, amended this Statement of Interpretation. 

After CAP registration, EPA provided the Regulatee the 
June 1 , 1991 "TSCA Section 8( e) Reporting Guide". This "Guide" has been 

further amendoo by EPA, EPA letter, April 10, 1992. EPA has not indicated 
that the "Reporting Guide" or the April 1992 amendment ~upersedes the 
1978 Statement ofJD~.Jati.Qn. The "Reporting Guide" and April 1992: 
amendment substaritively lowers the Statement of lnteo>retation 's TSCA 
§8(e) reporting standard2• This is particularly troublesome as th~ "Reporting 
Guide" states criteria, applied retroactively, which expands upon and 
conflicts with the Statement of lnter~retation. 3 Absent amendment of the 
Statement of lnteo>retation. the informal issuance of the "Reponing Guide" 
and the April 1992 amendment clouds the appropriate standard by which 
regulated persons must assess information for purposes of TSCA §8(e). 

2Jn sha.rp contrast co the Aaeocy's 1977 and 1978 acl.;ons to 10licitina public comment on the proposed 
aurl final §8(e) Policy, EPA bas unilalera11y pronounced f8(e) substanti•1e reporting criteria in tbe 1991 
Section 8(e) Guide without public DOtic"= att.<J comment, See 42 Ftd Rq 4S362 (9/9177), "Notification of 
Substantial Ritlc under Section 8(e): Propo£ed Guidance". 
3A comparison of the 1978 Statcmmt of Intc:mmtaWm ADd the 1992 "Reportins Guide" is a appen~. 
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Throughc:-ut the CAP, EPA has mischaracteriz.ed the 1991 guidance as 
reflecting "longstand:ing• EPA policy concerning the standards by which 
toxicity information should be reviewed for purpo~es of §8(e) compliance. 
Regulatee recognizes t.hat experience with the 1978 Statement of 
lnter:pretation m:1y cause a review of its criteri. Regulatee supports and has 
no objection to the Agency's amending reporting criteria provided that such 
2mr.udment is not applied to the regulated communiiy iL an unfair way. 
However, with the unilateral announcement of the CAP under the auspices of 
.ut OCM enforcement proceeding. EPA has wrought a terrific unfairness 
since much of the criteria EPA has espoused in the June 1991 Reportina 
.G.uHk und in the A~ency's April 2, 1992 amen~~ .£-ntis new criteria which 
does not. exist in the 1978 Statement of Interpretation and Enforcement 

~· 

The following examples of new criteria contained in the "Reporting 
Guide" that is not contained in the Statement of Interpretation follow: 

o even tbough EPA exp1e5Siy disclaims ()Kb "status report" as being preliminary 
evaluations that should JlQl be regarded as fmal EPA policy or inteor4, llle wReporting 
Guide" gives the "status reports" peat weight as "sound and adequate basis" from 
which to determine mandatory reporting obligations. ("Guide" at page 20). 

o tbe "Reportin~ Guide" contains a matrix !hat establishes new nUJII<erical reporting 
"cutoff' con~tTatioos for acute lethality information ("Guide" at p. 31 ). Neither 
tbis matrix nor the cutoff values tberein are contained in tbe Statement of 
lntemretAtion. The regulated community was not made aware of tbese cutoff values 
prior to issuance of tbe "Reporting Guide" in June, 1991. 

otbe • Reporting Guide • states new specific definitional criteria witb which tbe Agency, 
for tbe first time, defmes as 'distinguishable neurotoxicological effects'; such 

criteri.t./guidance not expressed in tbe 1978 Statement of In&ex:pr;;tation.S; 

othe "Reporting Guide" pro't·ides new review/ reporting c1iteria for irritation and 
sensitii.ation studies; such criteria not previously found in tbe 1978 Statement of 
In&emretation/Enforcemeut Policy. 

othe "Reporting Guide" publicizes certain EPA Q/A criteria issued to tbe Monnuto 
Co. in 1989 which are not in tbe ~tement of ln&ezpretation; have never been 
published in !be Federal Rceister or distributed by tbe EPA to tbe Replatee. Such 
Q/ A establishes new reporting criteria not previously found in tbe 1978 Statement .Q! 
~lmi~rcement Policy . 

4-Jne 'llatus reports' address tbe !lipificance, if any, of part)cular infmmati011 reported to tbe Agency, 
ratber than statina EPA'• intmpretation of f8(e) reportinJ crieeria. In~ inirequeot inJWJces in which tbe 
lllatus reports coo!ain discussion of reportabilill', tbe Daly sis ill invariably quik' limited, without 
substantial supportina scieotifk or leaal ratioule. 
5 !M, e.,, 10/2/91 Jetter from Du Poat K» EPA reprdins tbe defmition of 'lerious and prolonged 
effects' as this term may relate to b'alllidlt aucsthctic effects observed at letballevels; 10/1191 letter from 
tbe American Petroleum !nstitute to EPA reprdin' clarification <'f abe JtcportjDa Gujdc criteria. 
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In discharging its reS?Onsibilities, an administrative agency must give 
the regulated community fair u.d adequate warning to as 
what constitutes noncompliance for which penalties may be assessed. 

Amoag lbe myriad applicatioos of lbe due process clause is lbe fuadameult.&l principle 
lbai~C~Wtes ad reruJatioos which purport to pem cooduct must five au adequate 
waraing of wbat they CX'«<UU\AD(j or forbid.... Even a regulation which governs 
purely ~c or commeteial activities, if its violation cau eo~ peoalties, 
must be 10 framed as to provide a coastitutioaally adequate waraing tc thoee wbose 
ectivities are pemed. 

Diebold.....L1c. y, Marshall, 585 F.2d 1327, 1335-36 (D.C. Cir. 1978). See 
also, Rollins Enyironemntal Services (NJ) Inc. y, U.S. Environmental 
Protection Aaen~y. 937 F. 2d 649 (D.C. Cir. 1991). 

While neitier the are rules, This princi~le has been applied to hold 
that agency 'clarification', such as the Statement of Inteo>retation, the 
"P 'portin:; Guide" nm the April 1992 amendments will not applied 

.1ctively . 

. . . a federal cou.-1 will not retroactively apply an unfore~ble interpretation of an 
administrative regulation to tbe detriment of 1 regulated party 011 the theory tilat the 
post hoc interpretation asserted by the Agency is gen~rally consistent with the 
policies underlyinJ tbe Agency's reg\l.latory program, wben the leDWitic meaning of 
the reg'llations, as previously drafted and const:nled by the appropriate agency, does 
not support the interpretation which tilat agency urges upon the court. 

Standard Oil Co, v. Federal Ener&y Administration, 453 F. Supp. 203, 240 
(N.D. Ohio 1978), ati:..d jyQ DQID. Standard Oil Co. y. Department..Qf 
Ener&y. 596 F.2d 1029 (Em. App. 1978): 

The 1978 Statement of lnteo>retation does not provide adequate notice 
of, and indeed conflicts with, the Agency's current position at §8(e) requires 
reporting of all 'positive' toxicologica1 findings without 
regard to an assessment of their relevance •o human health. In accordance 
with the statute, EPA's 1978 Statement of lnteo>retatio.n requires the 
regulated community to use scientific judgment to evaluate the significance of 
toxico1ogica1 findings and to detennining whether they reasonably support a 
conclusion of a substantial risk. Part V of the Statement of Inteo>retation 
urges persons to consider "the fact or probability" of an effect's occurrence. 
Similarly, the 1978 Statement of lnteo>retatW.n stresses that an anima] study 
is reportable only when "it contain'i reliable evidence ascribing the effect to 
the chemical." 43 Fed Rei· at J1 112. Mom>ver, EPA's Statement of 
lnteo>retation defines the substantiality of risk as a (:;nctiu,. of tx)ili the 
seriousness of the effect and the probability of its occurren~.:e. 43 F.m.Rta 
11110 ( 1978). Earlier Agency interpretation also emphasized the 
"substantial" nature of a §8(e) determinat:. 11. Se~ 42 Fed Res 45362, 45363 



(1977). [Section 8(e) findings require "extraordinary exposure to a chemical 
substance ... which critically imperil human health or the environment"]. 

The recently issued "Reporting Guide" and April 1992 Amendment 
guidance requires reporting beyond and inconsistent 
with that required by the Statement of Interpretation. Given the statute and 
the Statement of Interpretation's explicit focus on substantial human or 
environmental risk., whether a. substance poses a "substantial risk" of injury 
requires the application of scientific judgment to the available data on a case
by-case basis. 

If an overall weight-of-evidence analysis indicates that this 
classification is unwarranted, no:porting should be unnecessary under §8(e) 
because the available data will not "reasonably support the conclusion" that 
the chemical presents a ll.lbstantial risk of serious adverse consequences to 
human health. 

Neither the legislative history of §8(e) nor the plain meaning of the 
statute support EPA's recent lowering of the reporting threshold that TSCA 
§8(e) was intended to be a sweeping information gathering mechanism. In 
i.1troducing the new version of the toxic substances legislation, 
Representative Eckhart included for the record discussion of the specific 
changes from the version of H. R. 10318 reported by the Consumer 
Protection and Finance Subcommittee in December 1975. One of these 
changes was to modify the standard for reporting linder §8(e). The standard 
in the House version was changed from "causes or contributes to an 
unreasonable risk" to "causes or significantly contributes to a substantial 
risk". This particular change was one of several made in TSCA §8 to avoid 
placing an undue burden on the regulated community. The final changes to 
focus the scope of Section 8(e) were made in the. version reported by dte 
Conference Committee. 

The word "substantial" means "considerable in importance, value, 
degree, amount or extent". Therefore, as generally understood, a 
"substantial risk" is one which will affect a considerable number of people or 
portion of the environment, will cause serious injurt and is based on 
reasonably sound scientific analysis or data. Support for the interpretation 
can be found in a similar provision in the Consumer Product Safety Act. 
Section 15 of the CPSA defines a "substantial product hazard" to be: 

"a product defect which because of the pattem 
of deftet, the number of defective products 
distributed in commerce, the severity of the 
risk, or otherwise, creates a substantial risk 
of injury to the public." 
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Similarly, EPA has i."!t..erpreted the word 'substantia]' as a quantitative 
measurement. Thus, a 'substantial risk' is a · · that can be quantified, See, 
Slj Fed Re& 32292, 32297 (7/15/91). Finally, ~mce information pertinent to 
the exposure of humans or the environment to chemical substances or 
mixtures may be obtained by EPA through Sc~tions 8(a, and 8(d) regardless 
of the ct~~ree of potential risk, §8(e) has specialized function. Consequently, 
informancn subject to §8(e) re~rting should be of a type which would lead a 
reasonable man to conclude that some type ac:tion was required immediately 
to prevent injury to health or the environment. 
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Attachment 

Comparison: 

Reporting triggers foli -.1d in the 1978 "Statement of Interpretation/ Enforcement 
Policy" ,43 f«f ~ 11110 (3/16178) and the June 1991 Section 8(e) Guide. 

TESTTY~E 1978 POLICY New 1991 GUIDE 
CRITERIA EXIST? CRITERIA EXIST? 

ACUTE LETHALITY 

Oral N} Y} 
Dermal N} Y} 
Inhalation (Vapors) }6 }7 

aerosol N} Y} 
dusts/ particles N} Y} 

SKIN IRRITATION N yiJ 

SKIN SENSITIZATION (ANIMALS) N y9 

EYE IRRIT ATJON N ylO 

SUBCHRONIC 
(ORAUDERMAUINHALA TION) N yll 

REPRODUCTION STUDY N y1:2 

DEVELO~NTALTOX y13 y14 

643 Fed Re11 at 11114, comment 14: 
•This policy statements directs the reporitDg of specifiec effects when unkDown to cbe 
Administrator. Many routine tests are based on a knowledge of tollicity associa~ with" 
chemicalL unknown effects occurring during such a range test may have to be reporte<l if 
they LOOC those of coucem tot he Agency and if tbe information meets the criteria ~ forth in 
Parts V and VII. • 

7Y1Wk at pp.22, 29-31. 
~at pp-34-36. 
9~ at pp-34-36. 
I~ at pp-34-36. 
11 Q.uid: at pp-22; 36-37. 
l~atp~22 
lJ43 Fed Rce at II 112 

·sirth Defects• lisfed. 
l~atpp-22 



NEUROTOXICITY 

CARCINOGENICITY 

MUI' AGENJCITY 

lD Htro 
/11 Hm 

ENVIRONMENT.U. 

Djoaccumulation 
Biocouce-ntratiou 
Cct/wa!er Part. Coeff. 

Acute Fish 

Acute Daphnia 

Subchronic Fish 

Subchronic Daphnia 

Chronic Fish 

AVIAN 

Acute 
Reproductive 
Reprodcutive 

IS~ a; pp-23; 33-34. 
16.43 F!'Jd Rea at 11112 

·eaucer· listed 
17.G.!Wk at pp-21 . 

N 

y16 

Y}18 
Y} 

Y} 
Y}20 
Y} 

N 

N 

N 

N 

N 

N 
N 
N 

1843 Fed Rca at 11112; 11115 at Comment 15 

8 

• M W&Jenicity • lisledl in vim n in vitro discUS!Ied; discussion of • Ames test• . 
1 9~ at pp-23. 
2043 ~(· at 11112; 11115 at Comment 16. 

ylS 

y17 

Y} 19 
Y} 

N 
N 
N 

N 

N 

N 

N 

N 

N 
N 
N 



CAS/19016-8"/-9; .584-84-9 
Chern: (1) isocyanic acid, poly/methylene phenyl/ester; 

(2) toluene, 2,4-diisocyanate 
(3) isocyanic acid, methylene-bis-4-cyclohexyl/ester 
(4) methyl bis(4-phenyl isocyanate) 

Title: Production or skin sensidzationby inhalation or 
isocyanates 

Date: 5/20171 
Summary of Effects: sensitization (guinea pigs) 



' 
Copies to: C. t. Handy (1) 

P. R. Johnson (1) 
C. W. Maynard (l) 

E. I. du Pout de Nemours and Company 
~askell Laboratory for Toxicology and Industrial Medicine 

H>:::~o:rtL LABORATORY REPORT '00. 161-71 

~aterials Tested: 
}) Isocyanic Acid, poly/methylene phenyl/ester 
£) Toluen~. 2.~-diisocyanate•> 
3) Isocyanic Acid, Methy1ene-bis-/4-cycloh~xy1/esterb) 
4) !'!ethyl bis-(4-ph<:!nyl isocyanate) 

!1aterials Subm!tted by: C. S. Hornberger, Haskell Laboratory 

HR NO. 10-B-3 

Haskell Nos. 
1) 6439 
2) 6450 
3) 6451 
4) 6503 

PRODUCTION OF SKIN SENSI~IZATION BY INHALATION OF ISOCYANATES 

Other Code» 
1) PAPI:i · 
2) TDI 
3) PIO! 
4) MDI 

jptroduction: In collaboration with th ~ Inha1atio~ Section, ve tried to dPt.'rte!ne lf isocyanate sensitization 
involvPs a systemic mechan~sm in a laboratory animal. Cu!nea pigs were exposed ~o TDI, PICH, and PAP~Y inhalation 
at levels which cause respiratory effec:s. After one week, these same animals were challenged on the skin ~ith non
irritating levels of isocyanate to d~o~strate possible sensitization. Where the challenge test vas successful, 
crosa-sensitization with the other test materi-ls vas evaluated. 

Procedure: Three groups of male albino guinea pig~ (six per group) were e~Jsed to t~~ aerosol mist of each of 
the thre~ materials (PAPif MDI, and PIOi) in varying ppm for four hours on three consF _u~ive days. Following a 
one-ve~k rest period, the animals were ~hallenged for sensitization via the skin foute by applying and lightly 
rubbinc into the skin 0.05 ml varying c.,ncentrations of test materials in f.a.d.c . After another rest period, 
the guin~a pigs wPre cross-challenged for sensitizatiokt co one or more related isocyan.at-es. 

a) Toluene dlisocyanat~ Hylenl~ TH 

b) Hyler.e~ W 

c) Thirteen ~erccnt guinea pig fat in a 1:1 solution of acetone and dioxane 



Re:;ult~ : 

Inhalation F.xposur~ 

Suober s~nsi:i~<~ - ~~:n ~xpcsur~ 

1 ) Challer..ge Test 

2 ) Cross Cha 11 ~ngl· \lith TDJ 

) ) Cross Challeng<.- ~·1th PIC>! 

4) Cross Challenge ~ith PAPT -

PAPT 

:-!DI 

TDI 

PlOt 

- 2 -

Skin Sens i tization via lnhalati~n 

PAPI-'- ~I PICH 
0.015 ms/1 X ~UrS X ) days 0.21 ppm x 4~urs x 3 days 0.22 ppm x 4 hou~ a x 3 days 

3-4/f 

2/6 

0/6 

2/6 

0/6 

1/6 

Conce~trations of ~est Material in f.a.d.c) for Skin Tests 

1. s -, Challenge Test 

Challenge Test, Cross-challenge on PICM gu ine~ pigs 

1 i Challenge Test 

0. 57 Challenge Tellt 

2 'l. Cross·<·hallenges on PAP~ "'DI, and PJQI guine11 pi;;: 

l Cross-challenge on PAPt~gulnea pigs 

0.5 1. Challenge Test, Cross-challeng~ on PAPr"Jguinea pigs 

o. 27.. (ross-challenge on PAPI0guinea pigs 

I). 17. Challenge Test, Cross-challenge on MDI guinea pigs 

1/6 

0/b 

0/6 
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- 3 -

~ummarv and Conclusions : Noni~ritating concent~ations of the three test materials (PAP~ PICM and HDI) applied 
to th~ skin of guinea pi3s th&t had previously received multiple expo3ures to the same material by inhalation, 
elicited sensitization res~onsc~s. The degree of sensitization, as judged by number of animals respo~ding, was 
in the order PAPr·> MDI > PIC~. ~en cross-challenged, the PAP~sensitized guinea pigs also showed senaitiza
tion tc TDI but not to PICM. The ~IDI sensitized animals showed sensitization to PAPI~but not to PICH. The PI~~ 
sensitized anUn&ls did not show sensitization to either TDI or P>~~ We conclude that, in guinea pigs 1) inhala
tio~ of PAP~ MDI and PICH does cause systemic sensitization which will give a response to challenge by skin 
application, 3nd 2) cross-sensitization is possible in the diisQcyanate class of compounds. 

CWC:H~cD:dhg 
Date: ~ay 20, 1971 
Report No.: 161-71 
N.B. 976:4-9; 26-33. Ref. N.B. 9o3. 

Work ty: C. ~1. Colburn and H. E. McDonnell 

Report by: 

Approved by: c!h~ r: ,f'~..{~ ea 
Charles F. Reinhardt 
Assistcnt Director 

' 
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